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Amendmen t t n the < ^ aims 

1-33 (cancelled) 

34. (currently amended) A shelf-stable solution formulation comprising a 
therapeutically effective amount of a glucagon-l&e peptide-1 (GLP-1) 
Tnm—i- n y^^i^v accep table preserv ative and a tonicia mpdifier^ 
~»,-~in formula™ w » P H that ir ibmtt R ? to ^ 8.8, and wherein 
the molecule comprises the same amino acid sequence as a molecule selected 
from the group consisting of GLP-l(7-34), GLP-l(7-35), GlP-l(7-36), GU>- 
1(7 : 37), or the amide forms thereof, and at least one modification selected 
from the group consisting of: 

(a) substitution of a glycine, serine, cysteine, threonine, asparagine, 
glutamine, tyrosine, alanine, valine, isoleucine, leucine, methionine, 
phenylalanine, arginine, or D-lysine for lysine at position 26 and/or 
position 34 or substitution of a glycine, serine, cysteine, threonine, 
asparagine, glutamine, tyrosine, alanine, valine, isoleucine, leucine, 
methionine, phenylalanine, lysine, or a D-arginine for arginine at 
position 36; 

(b) substitution of an oxidation-resistant amino acid for tryptophan at 
position 31; 

(c) substitution of at least one of: tyrosine for valine at position 16; lysine 
for serine at position 18; aspartic acid for glutamic acid at position 21; 
serine for glycine at position 22; argimne for glutamine at position 23; 
arginine for alanine at position 24; and glutanine for lysine at position 
26; and 

(d) substitution comprising at least one of: glycine, serine, or cysteine for 
alanine at position 8; aspartic acid, glycine, serine, cysteine, threonine, 
asparagine, glutamine, tyrosine, alanine, valine, isoleucine, tanne. 
methionine, or phenylalanine for glutamic acid at position 9; serine, 
cysteine, threonine, asparagine, glutamine, tyrosine, alanine, valine, 
isoleucine, leucine, methionine, or phenylalanine for glycine at 
position 10; and glutamic acid for aspartic acid at position 1S„- 

wiil fomiuln tio u h u, a yll H in t in ut u ul ? in n h r mt 9 tt ■ 



-3- 

PAGE 316* RCVD AT 12(2/2005 10:57:58 AM [Eastern Standard Time] 1 SVR:USPTO-EFXRF-6/29 * DNIS:2738300 * CSID:317 276 5172 1 DURATION (mm-ss):01-32 

BEST AVAILABLE COPY 



LILLY PATENT DIVISION Fax:317-276-5172 Dec 2 2005 11:00 P. 04 



Serial No. 09/868,974 



35. (cancelled) 



36. (previously presented) The formulation of claim 34, wherein arginine is 
substituted for lysine at position 34. 

37. (previously presented) The formulation of claim 34 wherein the formulation 
is buffered by TRIS. 

38- 39. (cancelled) 

40. (previously presented) A method for treating diabetes comprising 
administering to a patient in need of such treatment an effective amount of the 
formulation of claim 34. 

41. (previously presented) A shelf-stable solution formulation comprising a 
therapeutically effective amount of a glucagon-like peptide- 1 (GLP- 1 ) 

molecule which comprises the amino acid sequence: 

Ri-X-Glu-Gly 10 ,Thr-Phe-Thr-Ser-Asp 15 -Val-Ser-Ser-Tyr- 
Leu^-Y-Gly-Gm-Ala^Ala^-Lys-Z-Phe-Ile-Ala^-Trp-Leu-Val- 

Lys-Gly^-Arg-Rz (SEQJJJNO:2) 
wherein Ri is His or desaminc-histidine, X is Ala, Gly or Val, Y is 
Glu or Gin, Z is Glu or Gin and R 2 is Gly-OH; 
a pharmaceutically acceptable preservative; and a tonicity modifier, 
wherein said formulation has a pH that is about 8.2 to about 8.8. 

42. (cancelled) 

43. (previously presented) The formulation of claim 41 , wherein Ri is L-bistidine, 
X is Val, Y is Glu, Z is Glu, and R 2 is Gly-OH. 

44. (previously presented) The formulation of claim 41 wherein the formulation 
is buffered by TRIS. 

45-46. (cancelled) 

47 (previously presented) A method for treating diabetes comprising 

administering to a patient in need of such treatment an effective amount of the 
formulation of claim 41. 
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